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- ~ ^ REMARKS ~ " " * - 

**** ^ 
Claims 1-7 a£e penciling in this application-. 'Claims 3-7 have^., 

* been withdrawn from consideration^ Claims 1 and^ have been ^ ^ 

rejected. Claims 2-T^have" been canceled. — CHaim 1 has been- 

amended. - Reconsiders tiorwis respectfully request edvcLn light of the\-^ • 

following remarks. > » 



I. Election/Restriction ^ r ^ 

JTho "Restriction Requirement placing claims l^and 2-fciri Group I 
and claims 3-7 in Group II ""has been deemed proper and made^Finai . 
Accordingly, Applicants have canceled claims 3-7 without prejudice, 
.reserving the right to file* continuing applications on the canceled 



subject matter* 



■ II T Rejection of.Claims Under 35~U.S.C. 102 (b) ^ ^. " ^ . 

r ' Claims 1 and --■■2 ha.vgjseen rejected under 35 Cl.S.§. 102(b) as 
being anticipated "By Geyer .et.al. (1988)-" The Examiner suggcsLs-r- 

■0 * — * Vj. 

that hi c ; reference -tea'ches administration of methotrexate to adult ^ 

<^ - - ^ 

r^ls hefore^r^diar.inq the spinal cord ^to protect agams.b>white, 

matter neci?$Ssis and paralysis. Applicants respectfully disagree * 
with the Examiner's conclusions regarding this iSbferenee. * 
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-Geyer et a.V. ^1988)- discloses -the use of ^ methotrexate to 
protect against neurotoxicity ,~ specifically whit^ matter necrosis, 
during radiation treatment.*" In the paper the -aufhors report that 
methotrexate treatment, only, when given before" rad:fation~therapy, 
<?is able to protect the animal, f rom the white matter* necrosis .in the 

^ ' - - : . . * 

cervical spinal cord ar-ea,. an effect that occurs following 

^radiation treatment in this animal model. Nowhere'in this paper -do 

the authors suggest or even mention the use of methotrexate as 

claimed for prevention or reduction of pain. ^In fact-, the white 

' - '* 

.matter necrosis seen in this model is not a pain ti m'odel but leads to 

paralysis, a condition that-'is associated with no-- sensations 1 In the 

^ limbs at all and has not been 'described as a pain mod^l.* In fact, 

in the- specification as filed, _vt *is taught that Che pain to be 

~ " c 

treated by methotrexate administration is pai-n "induced riot by 
tissue necrosis at aTl^but by herniation of a disca-nd" induction o£ 
an inflammatory response. Therefore, ~ nowhere^does the paper '6"f 
Geyer et jal . (1988J teach or suggest such an. effect 3is is taught in- 
the specification as filed and claimed in. claims*" 1 and ~2 ^a»s filed, 



^ , claims that ^a^e limited to prevention and reduction of paSn'jjJ an 
animal or prevention 7 or reduction of lower 1 back pain** wi Itf 
radiculopathy. & ^ 
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In order: to anticipate an invention She .cited refere^eHnust 



. _ tS£ ~ Gach and ever Y limi«^Cion of" the claims'" (MPEP 2131). * 
" ~ Accordingly, thrs reference. cannot anticipate"- the instant indention-- - 
°t ^aims 1 and 12 because^ fails to teach either 2 ' prevent ion "or . 
~- reduction of -pain with use of methotrexate. -W'ithdrawa 1. of tttff 

reje.ctipn is therefore respectfully requested. rj " ^ 
- Claim 1 .. h . as been rejected under 35 U.S.Cr- 102(B) as being ^ 
- ' ^tici'paLed by ...Mori et al. (1996.)./ The Examiner suggests that .this 

^ paper, discloses administrat%on*of methotrexate >to animals and that! ' ~ 
the Outproduced an analgesic effect with regard to' pain induced 

, by aceLic acid Educed writhing 1n mice. Applicants respectfully"- • . 
•tr'aver ; s| this rejection. «- — • ' ^ 

* B * At the out se.t, Applicants have -amended t-he claims to include 

the Imitations of 'claim 2 in independent claim 1 T -where claim i " 
comprises a method o£ prevent inland reducing lower baciwpain with 
^radiculopathy. Support- .for ^h is amendment to - tmT-clai.ms can ~be~" 
^ -^fourrd throughout _ the -specif icat ion *as filed. _ " *<W. 

^ " _ Mort el : aI - Jl§9^' is a Japanese paper tha* was availabjeto 

the Examiner and -the Applicants in -English only as-aaVaJstract*** In «~ 
^ J?his abstract, the .atithore repojrt J-hat at ' Boses- of 3 mg/kg-'Jhd 
greater (orally) of methotrexate, the drug had a «woak Algesic 
effect" to reduce acetic acid-induced^ writhing i n^fmice . -The 
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"~ ^abstract also reports that methotrexate* had^no analgesic effects at — 

dosGfe-up to 30 -mg/ kg when the -pain, was induced by^thexmal -Stimuli ? 
~~ — - * Therefore ,^this paper a t^ best", supports the -arralgesic activity* -.of- ~ 
— ; - methotrexate only at .specific doses and on_ky in response to^~ 
specific* types o£ painr The >aper, teaches that^the analgesic „ 
effects of the drug are Umited at best. Nowhere- doe^s, this paper .rrr 
uledfch or suggest that methotrexate is capable of preventing or <-ur~ 
I ^reducing lower- back pain wi. th^rad oculopathy as- now' claimed. In"- 
order to anticipate an invention the citrecL reference must teach 
i_ each and every limitation of the claims (MPEP -21 31. ) . -Accordingly,*' 

Z * " ~ * " 

... this reference cannot anticipate the instant invention of claims 1 1 
^ and^?. because it fails to teach either -prevention or reduction of ~ Z- 
- lower back pain with radiculopathy by administering methotrexate." 
.Withdrawal of this rejection^is therefore respectfully requested. 



11^. Rejection of Claims -Under_35 U.S.C. 103 (a*)— ^ -<«L 

ClaiTiw2 has beefT're j ected under 35 U . S . C.-*l 03 (a~)«, as being- ~* ~ ~ 
unpatentable over MorSs^et^ al . (19-96)". The Examiner saggests it "I 

* ^- ^ ~ ~ - V . r - - 

-would have been prlm^,>l'acle obvious lor one of *6x r di<nary skill jftr 



° . ..the art E'6 -administer methotrexateffor pain '-relief since Mori et' 

ai - teach pain relief" when this, .drug is used in red ccK ^.Applicants" 
respec tfully ^traverse this rejection, " 1 
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- _ - As disorosrfed supra.,, J: he au^ors report, that only cfl^'dases of 

^ 3 mg/kg.and greater (orally)' of methotrexate, tfflS^druq had a "weak^W * 
^ analgesic effect?" to. reduce acetic acid-induced writhing intrrfice". 
_ -y The abstract also reports that methotrexate frad no , analgesic <ar~ 

effects at doses up to 30^mg?kg when the paih- was induced by ^ ' 

* * - 

IJiermal stimuli. Therefore, this paper at.^best, supports the-.^ 
^ analge.sic activity of~methotrexate only at specific doses and only-.. 
x response to specific types of pain. The paper- teaches that the""-^ 
analgesic ^effects of -the drug are limited -.at Best . Nowhere does 3 
this paper teactf^ or^. suggest that metho€rexate is capable . .of" 
preventing or reducing lower back pain with radiculopathy as now* * 
claimed. ' • ; 

^ - " I'o establish a prima facie case .of* obviousness, thtree basic 

Firstr; fc there must be some. 
- suggestion or motivation, either, in the references themselves or in \- 
-r -the knowledge generally* aval lab! e to one of Ordinary skill in th^p 

art, To modify the reference or to corob+n.e^ reference teachings^ 
Sccpj'id,*^ there must ^be- a reasonable" expectation-— of success" ^&> : 

Finally, the prior-art; must teach or^suggest a 1"*- cl a iirUL imitations . 

£ ^ ^ ^ " ^ - ^ 

-The fact that the- -teachings c?f_Mori et aU>are mixed in te^rns of 

the type of pain involved would notTallow one^of -skill in the a%t 

LO^understand and expect that lower back pain- with radiculopathy*' 



.1 1 



criteria^ must be met . PEP 2143, 

-5" 
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c&uld ^successfully treated.- Accordingly, t]iis -paper 'cannot make^*^ 
obvious Ih^jLnstan* invention which is -l-imited to a apedS'a&ip type 
or pain response-. However, in an .earnest effort to advance thef r 
prosecution, Applicants -have- further amended e-la*irti 1 to specify-;."" 
„ that "the dose of methotrexate administered* is 1 mqfikq' or^ less. ■-< 
Support for this^amendment to the claims can be found -a L page 8 -of 
the specification as- filed. Based on this farther amendment-. to 
- claim 1 ' the P a P er of .„ Mori et al . {19961 also , fails to teach the - 
~ limitations of the claims. Accordingly, this- paper cannot ■- 
* ^establish a. prima £etc±& case of obviousness and withdrawal of- this 
' rejection is respectfully requested. 



XV. Conclusion ~ s \ 

Applicant:; ~Sel i eve «t-hat the foregoing comprises a full and -esr 
complete response -fao ttfe Office Act ion^of .record. Accordingly, 
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j^favurable reconsideration ancL subsequent^! lowance of tfre^pending — 

claims is earnestly-^ol.ici.ted'^ - * 
"~ ^ ^ - ^ ~ 2> 

^ _ «*T ^Respectfully submitted, ^ - 
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